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Long interspersed element-1 (LINE-1) can contribute to genetic
changes in cancers, with somatic LINE-1 insertions seen in
selected cancers. Rodic et al (Am J Pathol 2014, 184:1280e
1286) studied the expression of LINE-1 open reading frame 1
protein (ORF1p) in various cancers. LINE-1 protein expression
was a common feature ofmany types of high-grademalignancy,
was rarely detected in early stages of tumorigenesis, and was
absent from normal somatic tissues. LINE-1 ORF1p protein is a
surprisingly broad yet highly tumor-speciﬁc antigen, with as
many as half of human cancers expressing ORF1p. The corre-
lation between LINE-1 expression and TP53mutation aswell as
histological hallmarks of aggressive neoplasms suggests that
LINE-1expressionmaybeanacquired feature that is restricted to
high-grade lesions at more advanced phases of tumorigenesis.
Varied Genetic Proﬁles of Head and Neck
Squamous Cell Carcinoma
Dissimilarities in prognosis and molecular proﬁles of head and
neck squamous cell carcinoma (HNSCC)with andwithoutHPV
infection have attracted much attention. Using targeted next
generation sequencing, Zhang et al (Am J Pathol 2014,
184:1323e1330) interrogated single nucleotide variants
(SNVs) and detected SNVs in 25 cancer-related genes from
HNSCC tissue specimenswith andwithoutHPV infection. Five
genes (PDGFRA, PIK3CA, KIT, and APC) showed similar
variant patterns regardless of HPV infection. In HPV-positive
specimens, tyrosine kinase receptor and associated pathway
genes (EGFR, FGFR3, PDGFRA, MET, KDR, CSFR1, and
KIT) predominated whereas tumor suppressor-related genes
(AKT1, TP53, ABL1, and FLT3) prevailed in HPV-negative
specimens. These results emphasize the importance of
improved HNSCC patient selection using comprehensive
variant analyses for the most effective targeted therapies.
Fibroblast Progenitor Cells in Idiopathic
Pulmonary Fibrosis
Despite intensive investigation, the origin of the ﬁbroblasts
mediating ﬁbrotic organ destruction in idiopathic pulmonary
ﬁbrosis (IPF) remains unknown. Xia et al (Am J Pathol 2014,
184:1369e1383) identiﬁed and molecularly characterized a
subpopulation of cells with the properties of mesenchymal
progenitors in the lungs of IPF patients. In contrast to pro-
genitors isolated from nonﬁbrotic lungs, IPF mesenchymal
progenitor cells produced daughter cells manifesting the full
spectrum of IPF hallmarks, including the ability to formCopyright ª 2014 American Society for Investigative Pathology.
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corresponding transcriptional proﬁle. IPF mesenchymal pro-
genitor cells and their progeny also comprised the ﬁbrotic re-
ticulum. These newly identiﬁed ﬁbrogenic mesenchymal
progenitors represent a therapeutic paradigm shift focused on
targeting ﬁbrogenic mesenchymal progenitor cells before they
mediate organ failure.
Food Restriction during Postmyocardial
Infarction
The functional role of autophagy in heart disease and whether it
up- or down-regulates cellular function remain poorly under-
stood.Using amousemodel ofmyocardial infarction,Watanabe
et al (Am J Pathol 2014, 184:1384e1394) investigated the
effect of food restriction (FR), which potently induces auto-
phagy, on postinfarction cardiac remodeling and dysfunction.
FR implemented during the subacute stage after a large
myocardial infarction signiﬁcantly mitigated the adverse left
ventricular remodeling and subsequent heart failure seen at the
chronic stage. The therapeutic efﬁciency was strongest in mice
receiving 60% of their normal food intake. Chloroquine, which
inhibits autophagy, completely canceled the therapeutic effect of
FR. This negative effect was associated with reduced activation
of AMPK and ULK1, and phosphorylated ULK1 was signiﬁ-
cantly increased in hearts from the FR group. Thus, a dietary
protocol started during the subacute stage of myocardial
infarctionmay provide a preventive strategy against progression
of postinfarction left ventricular remodeling and heart failure.
CD146 in Colitis and Colitis-Associated
Carcinogenesis
Enhanced expression of the CD146 has been reported on endo-
thelialcells frompatientswith inﬂammatoryboweldisease(IBD).
Xing et al (Am J Pathol 2014, 184:1604e1616) examined the
role of CD146 in murine models of IBD and colitis-associated
colorectal carcinogenesis (CAC) progression. Overexpression
of endothelial CD146 promoted inﬂammatory responses in IBD,
further potentiating CAC. Eliminating endothelial CD146 by
conditional knockout or by blocking antibody signiﬁcantly alle-
viated the disease severity in two murine models of colitis and
decreased tumor incidence in a murine model of CAC. Mecha-
nistically, the cytokine TNF-a up-regulated endothelial CD146
expression throughNF-kB transactivation,which promoted both
angiogenesis and proinﬂammatory leukocyte extravasation,
contributing to inﬂammation. This ﬁrst evidence that CD146
plays a dual-role on endothelium suggests its use in the treatment
of IBD and prevention of CAC.
